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^ a ^^ll^^f^^T^^Y ^ a enhancing the transcriptional activity of the receptor and showing effects of low- 

H j j( i.y W Wo °^ ^Kar level and lowering lipid level; and a process for producing the 

© jfafy*^^ 0 u ? ame - Substituted benzylthiazolidine-2,4-dione derivatives represented by general 

Q " formula (I ), pharmaceutically acceptable salts thereof and hydrates of the same: 

wherein A represents pyridyl or cyclohexyl. 
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*m im m 

(PPAR tV&t) T3-Zh, t h PPAR h t LXmm 

fcntcr 3 = 0© 7* V7t-A(ai v ^(xii(y)i,r 

Sc/., 1992, 89. 4653)o Z<Dfi PPARa ttSgflSK©S'fbtgCDig ^ Iff 

(Endocrinology, 1995, 137, 354), fl&fljmottW^ifflJISrtl&igK W 
itilfi? (tfJ^tfT^ Co Affile SI fit > >/i*fC 

WUT^So PPAR/? J±#H*fflIS£*/|>i: LT^ttrtSfflltKiMW 
tC$63H LT^So Sm^Tffct PPAR/5CD^Sfi«Jit*tCO^Tl±^BJ-e 

ppart ttfliJK^Bsatci^^^u-r v>-csiJKiHBj!a©^<b(cii-^ u 

T ^ 5 (J. Lipid. Res. ,im, 37, 907) o CCD&tC PPAR ©5 7" -TV 
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X, PPARa©y v>?77 h V ^ * (i flnift ic# (,> *t£J§IJKlfilS £ 
M U a£JUI6*fflBS©ii;!ja££i: LfclEfflStCft ££#fg£<* i\X& 
<0 U. tf/o/.CAeffl., 1998, 273, 29577 KPPAR a ©r£t£fb£Jfil^JtM(:3 

-is, MmM&r^mmt ut 1*7 * 77- h m^m^z 
*?->mmMwvim$tix ^s, U7 -r 7^- b ^nsy-e&s 

11 rnmrnm >&&&mmm) 
x$>*), untiiaTftffls ss-r >^ <; >jiiitf -a© 

y □ yjry * y* >©£g&ii®|gf*j*si$* wi?s# ppart t-* 
»k dn^omtitt ppart <Dm^ft&<tzm7<tf£zm&mwLx 

H 5 (Endocrinology., 1996, 137, 4189, Ce//. ,1995,83,803, 
Ce7i. ,1995, 83.813) „ $£ot, PPARr Ofis^ft-fb £ if -It £ 
PPARrrSftftafl (Tif-ah) JiifolHSTIS i: LTMt*4. 

3©*CPPARi:^d<E^H?Oi6J»lfflfiHC»1-5«ieS0 c ai«W 
&&tfCMttW»tt#l*ICH*3«M*#*.ai:x PPARfttct h 
©PPAR 'J *F > Hi: LTilgig^Lfc h PPAR *«ttfc L 3 5ft£4&3 
$ ||J £4 t % £ # T* £ ft « « T ft g fit) ^ p( * - x A (3 cfc 5 HH « fi T 
f * ffl £ V I X li Jfii 4» H S ( ^ 1/ 7 r- o - )v R V * HI a © jr * ) {£ T ft 

PPARa©U#> K£ Lt PPARa izftt S 1 &4b6*£ 



WO 01/14350 PCT/JPOO/05520 

3 

K>»©tt»&T**£ LTB 4 ©flfe£2/ h Z n-AP-450fc:«k 
ZMikZfr LT4 t5 HETE( t F D Jr^x^f □ fr h 71 >i)^ 
HEPE(t KO*^x-fa^/<>4rx>»)»ox-fa^y-fKx fttC 

8- HETE,8-HEPE^A^^^iiT^S(froc./Vat7./lcarf.5c/.,1997,94, 
312)o LA> t cn^©rtS^©^fgffiSi^Kg|2»«:(i«^e<j(c 

©«fcU*iHb£»*: LTIi^PSBS 55-22636 * % #§||BB 60-51 189 
W mm 61-85372 f> #§|BS 61-286376 ^ flrH 3 !* 1-131169 ^ 
§g¥ 2-83384 -t, «rW¥ 5-213913 "ts # §8 ¥ 8-333355 # % ftm* 

9- 48771 ftmW- 9-169746 ^ % 3 >ntttt&B8JB 0441605 
W0-92/07839-t^O5 1 7^ »J ^ >-2,4-'>*^- >8H«:^tffti fetlT 

PPAR af^»^ffl**^L-C^S«rf»:«tCB8L-Clix W0-97/25042 
f> W0-97/36579 *##*5S*iT 1^4 3 ft £ lifati BJ§ 
*b£*5i:ttllH6#*fc X PPARorCDlESJStt'fbftflifcft UT»je 
©<^ < SfcSTttfc^. 

£;§rS$il©P§$e#Bgffc±M£*i-c 1^5, 

&BJ3©lfj^ 
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n £> 41 & tr t * © * *n ^ T* & 5 o 



* © <t o a n & # & of * n *> © g £ « \t t * x z © $e m © m m n ic 

fc© £ f^. 




(1) 
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0J§ (c «fc n« ±13 -«&5£ ( 1 )T* & 34b£tJ l*0»J x. km T <D15 m iz 
<fc SMMf S£.i:#T-#i>U*-A l)o 




(2) (1) 

x*— A 1 



IP*>> -jKS(l)-C«$Jl5fb^lifi»(^gi¥ 8-333355 
<bl§r^(2) 

A^NH 2 (3) 
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<b± h y * a©£ 3 'J £®*iHb4&K h y «> 

«t-5«c'7';u* y&JK#Kfc«K y ->a^cdt;i/* y&jg&|g 

^tf^tf Lttt«iJ^li TfcRfc* h 'J * A CD £ 3 & 

7)vt> y ^Ji*»fl:«i, ftK* y •>a*©7 > ^* y ajb^»jb x x 

lie y h'Jx^;i/7 5 ><D«k3 &*r«**#3*l:f 6*15. $ 

W ^ h*-9> 3,4-^ t K D-3-t h* D * i/-4-* * V -1,2, 3-^ > 

v r y y^wm-f ztiZo RfomsLt LTti-2o°cfr*> ioo o ctc 

?RI. JHttfflK IRAK RAffllXttS/D y 7*»I^k:j:SliPl9:#«v%tt 
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« m * nils f s tz tb ® m & © 

ife tc W * t J; o -C K W -T S A« C n 6 HJ; o T 

BJ3 #RR£ $ n 5 * © T* li & ^ o 

(mmm i ) 

5-[(2,4-i''**Vf7y 'J ^ >-5--T ^;i/]-2-^ h * 

(282mg,100mmol) , 2-t3iJ^7; >(114mg,1.05mmol) % l-(3-(^p< 
f il/7U)7DK)l/ ]-3- xf-;u*;i/^s;-f$ K Jg M i& 
(230mg,l-20mmol)S X/ N,N~ ^^^^^^75 h* (5ml) £?I£U 

lit- 5.5 B#fflJ»#&--i&;KfiUfco K/fo&£*£;&D;Lfc&®t4£: 

h - h U ;i/HT SISffl U 73.7mg(20%)© HM{b£^£88fe*£Il 

II £ 196.0~197.0°C; 
Sl^Dff m/z371(M + ); 
7C*#*f*(%) C lg H 17 N 3 0 4 S: 
fr#fil(%) C, 58.21; H, 4.61; N, 11.31. 

C, 57.98; H, 4.56; N, 11.40. 

(HJI&fll 2~4) 
(HaiSflJ 2) 

A/-rr3-br u y f ;n-5-ra,4-v t^vf7v u v >-5--f f 
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225.0~226.0°C; 
Si^lfffl m/z 371(M*); 
7tMfrtifM(%) C lg H, 7 N,0 4 S: 
«•*«(%) C, 58.21; H, 4.61; N, 11.31. 
H9J1B(%) C, 58.29; H, 4.57; N, 11.44. 

(f*lfi«3) 

L) S^tQ^ fJM-S-[(2,4-^t^Vf7^ 'J >-5-W Jl/l* 
;b]-2-p< F»->^>X7^ K 
R|j& 214.0~215.0°C; 
MS^flrffi m/z 371(M + ); 
7C*#flf*(%) C 1S H 17 N 3 0 4 S: 

C, 58.21; H, 4.61; N, 11.31. 

C, 58.08; H, 4.59; N, 11.38. 

(fSJKfll 4) 

181.0~182.0°C; 
SS##ffiS m/z 376(M + ); 
7C^##rtffi(%) C„H :4 N 2 0 4 S: 
K-*H(%) C, 60.62; H, 6.43; N, 7.44. 

C, 60.61; H, 6.41; N, 7.49. 

(Kttft 1) 
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MM 

mmmffiMZMtg Uk^'EMS: 10%#t? Ham's F-12tgite(CT 
tgH tfe CHO HflSKs »S©|£^a^CD DNA t h| 

PPARaStfr © U #> K^-nflR^(5/oc/iem/j/ry,1993,22,5598)i:OS4 

(STRATAGENE ft SBfl ip ffl 7 7 h - -t? 7" 7 * $ 

K(Promega *t)£ 'J 7 x 7 >(3 T &M#<i (3 T □ h 7 > 

"x^3>ifc, z<D&m&fc&yoRvttmite>® ( ppart 

©ttMH^Ji: UT h d 7* >; * ^^SVK^-^'J * v*>, PPARa© 

^fBSH^^ UT(8S)-HETE ) £ DMSO U DMSO ®§^H 

# 0.01% ^ 35c o izMmmmm&fo£btz*m>jiMmit io%^t? 

Ham's F-12& Ail TrSi Si UTtg^U 24^«^(C CATStt£tf/?-# 

(« 1) 
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PPARcr 


PPAR y 




EC 50 (nmol/l) 


EC 60 (nmol/l) 


1 


0. 353 


0.30 


2 


0.42 


0. 96 


3 


0. 235 


0.14 


4 


0. 30 


0. 23 






1.15 






0. 72 


(8S) -HETE 


1.30 





cn^^^B^c^^^tts th ppar tc^f-r §fti&?stt*^"r 

£*»&ail& Ufeifli»fiTIII^ Sflilfii^^^ljli: bxm^uit^mt 
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